other than pRB« or pRB 56 , in which said modified retinoblastoma tumor suppressor protein 
comprises an insertion, substitution or de.efion within the N-termina, 378 amino acids of sa,d 
protetn, w,.h the proviso that said modified protein does no. eonsist of a delefon or 
substitution of amino acds ,84-.« or 245-262, which modified retinob.astoma protem has a 
bio.og.ca. activity a, .east equiva.ent to the b.o.ogica, activity of the corresponding w„d type 
retinoblastoma protein. 

REMARKS 

Upon entry of Ms Reply, claims 1-32, 36, 37 and 44-48 will be pending and 

under active consideration. 

Claims 1 and 36 have been amended to more particularly point out and 
distinctly c.a,m the subject matter of the invention. Specific^, Cairns . and 36 have been 
amended to recte that the isolated gene encodes a modified retinob.astoma tumor suppressor 
protem other than pRB 94 or pRB» in which said modified retinob.astoma tumor suppressor 
rotein comprises an insertion, substitution or de.et.on wt,h,n the N-,ermina, 378 ammo acds 
of said protein, w„h the proviso that satd modified protein does no, consist of a delet.on or 
substitution of amino acids 184-192 or 245-262, which modified retinob.astoma protem has a 
btological activity at .east equ.va.ent ,0 the biolog.cal activity of the corresponding w„d type 
retinoblastoma protein. Support for this amendment is found throughout the specification as 
fded, specifically, inter alia, at page 6, hues 2S-30 ; page 7, line 6 to page 8, Hues 26 ; and 

page 10, lines 25-30. 

Support for the proposition that clatms can be properly amended or drafted to 
exclude a particular species of a genus can be found in /* re Johnson, 194 U.S.P.Q. 187 
(C C P A 1977) There the court considered the sufficiency under 35 U.S.C. § 1 12 ol a 
specification in which a genus and several species were disclosed. The applicant claimed the 
genus while exc.ud.ng two of the disc.osed species in order to avoid the pnor invention of 
another. The court reversed the decision of the Patent and Trademark Office Board of 
Appea,s and he.d that an app.icat.on which disc.oses a genus and several species provides 
sufficient support under Section . ,2 for c.a,ms excluding certain species in order to avoid a 

prior art rejection. 

No new matter is added by the amendments to the claims. 
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, pptpptiONS UNDER 35_LJ^U2jaRSIPMAGRAPH 
A Claims 1-34 and 36-37 are rejected under 35 U.S.C. § 112, firs, paragraph, 
allegedly, for contaming subtec, matter wh.ch was no, described ,n ,he specification ,n such a 
way .0 reasonably convey to one skilled ,n ,he art tha, the ,nven.or(s), a, the t,me the 
inventton was filed, had possession of the cla.med invention. Specifically, the Exam.ner 
al.eges that claims 1 and 36 contain new matter for reciting "with the proviso that sa,d 
modified protein does not comprise a deletion of amino acids 1 through 378 . 

Applicants respectfully disagree with respect to the claims as amended, and 
point out that in order to satisfy the written descript.on requirement of 35 U.S.C. § 1 12 first 
paragraph, an Applicant "must convey with reasonable clarity to those sk,»ed in the art that, 
as of the filing date sough,, he or she was in possession of the invention." Vas-Ca,H ,nc. v. 
Uatortar. 19 U.S.P.Q.2d 1 11 1 (Fed. Ci, ,991). For purposes of a 'written desenpuon 
inq uiry, wha.ever is now claimed by Apphcan.s constates the invent.on. See Vas-Ca„ at 

^ 1U7 ' Applicants point out that cla.ms 1 and 36 have been amended such that the 
objected proviso has been deleted. Applicants note tha, the prov.so was redundant s.nce a 
^oaof378 ^«id.i.« q »iv d «-. to ^«hichpRB»i.^y™c 1 u^ fo ^ 

claimed subject matter. See the specification at page 7, fines 2-4, which explams that P Rb 
has the N-termmal 379 contiguous amino acids deleted as compared to wild-type pRb. 
Applicants note, however, that claims 1 and 36, as amended herein, recite another prov.so. 
AppHcants note that such a proviso to exclude certain prior art compounds meets Sect.on 
1,2 first paragraph, requirements. See above regarding the dtscussion of ft* Johnson. 

B Claims 31-33 are rejected under 35 U.S.C. 112, firs, paragraph, as contam.ng 
subjec, matter which was no, desenbed in ,he specification in such a way as to enable one 
sk.Ued in the art to which ,t pertains, or with which „ is most neariy connected, to make 
and/or use the invent.on. Specifically, the Exammer alleges that the specificat.on as filed ,s 
no, enabling for gene therapy because the art of gene therapy ,s highly unpred.ctable. 
Applicants respectfully disagree. 

Under 35 U.S.C. § 1 12, a patent applicant's specification which contams a 
teaching of how to make and use the invention must be taken as enablmg unless the Paten, 
and Trademark Office provides sufficien, reason ,0 doubt the accuracy of the d.sc.osure. ft 
reM , ra ,c*439F.2d 220,223-24,,69 U.S.P.Q.367,369-70(CCPA,97,). The clarmed 



invention 
of the 



Examine, • .23 U.S.P.Q. 262 V™ Bd. P.. ApP ; 

„ aU 123 U S P Q 261 (PTO Bd. P.. App. Int. 1959) (emphasis added). The number 

LdJ««Ha t ,hed 1S e 1 osu r ee„,a il s undue experimentation. *7 
F 2d 498, 190 U.S.P.Q. 214 (CCPA 1976) (emphasis added). 

Here the specification provides considerable guidance and d,rec.,on to 
pr.cticetheCaimed.nvention.TheExam.ner'sattentton.stnvUedthespecificattonatpage 

16, lines 11-18 which states: 

The invention also provides a ^^^^ZL 
segment compnsing an w> late d ^nc ^odmg .mod 16 , astoma tumor 

tumor suppressor protetn Cher than pRB *e^mod „ ^ of 
suppressor protein comprising an N»al modi q( . ^ 

the invention the host cell is a P™karyo he to * celL 1 ^ host 

invention the host cell is E.co, In a fu* « »P£ ^ (he host 



line 7 to page 27, line 20 that retinoblastoma is a 
The specification also describes on page 21, line 7 pag 

suppressor gene and has tumor growth suppressive activ.y, and on page 30, 



tumor 
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administration of the compositions into an organism. „, 0nfthe 
Further, the specification describes in detail in Examples . through 10 of the 

ransfomiationofhostceUswith said vectors. Moreover, the spec.ficat.onm Example 1 
describes how therapeutic admimstration of the vectors encoding for a modified 

The specification dearly enab.es one of sk„, in the art to practice the full scope 
"^t^onmeetsthe standard for success,, practice se, b y Sect.on U 2 
un ,ess the invention is "totaliv incapable of achieving a usefu! result." Brooke , 

ia u s P O 2d 1437 (Fed. Cir. 1995 . In Brana, the Board haa 
Circuit, in In re Brana, 34 U.S.P.Q.2U i»j J ircu 

^,i„„ 112 1st paragraph, of claims covering certain 
affirmed a final rejection under Section 1 12, 1st parag p 

compounds asserted to he usefu, as anti-tumor substances because i, was aHeged tha, 

compounds had a practica, uti.itv, as anti-tumor agents. 34 U. S.P^.2da « , 
The Federa, Circuit emphaticaUy reversed the Board's decision. First, 
explained the legal standard for compliance w„h the relevant Section 112 requirement, 

un.Hr evidence must be presented that those of -all in the art wou.d doubt the 
Only then must the applicant provide rebuttal evidence. 

Second the Federal Circuit explained tha. even ,f one of skill in the 
h ave q ues,,oned,heasse„edut,.,,y,a.,app.,cantsnceddo,ooverco m e,here J ec,io„,s,o 



proffcrsuffi e,e nt ev W e n ce t o — one s.Ued m the ar, of the asserted ■**.«•« 

■ ■, .burden Further, the Court held , ha, even if the Patent and Trademark 
renuirement. As explained by the Court: 

desirable pharmaceuttcal property , a ^« da £ | (he art , 
animal has made a ^^»*^^ COIn pouml i. 

Administration and the reoutrements under law ^ 

„ w at 1442- see, v. Fi/iwey, 34 Kid iudo, iu v 
^""rreepe— on is expe—to n that would requtre a level of 

involved the guidance provided by the specification, the presence 

"■===— ■ 

tha , the amount of expenmen.at.on ,s undue in In „ A^aiU .90 U.S.P.Q. 

1976): 



S pT**aSvi.y's uncertain. Such a proposmon ,. contrary 

F . ■ .1- ., «f t^oPatpnt Act. 



pallid"!" 1 * 

to the basic policy of the Patent Act. 



r eco mb inan,hos t censex P ress 1 n g a m od, fi edre tl nob 1 asto m a,u m orsup Pre ssorpo,« 

u„ d uee XP en m en t a tl o„.Th is re J ec,io„u„derSec t io„n2,firs t para g ra P h, t herefo re , 



without 
should be withdrawn. 



2 REJECI1QNUNDER^5U^ 

Claims 1,2,8, 20, 23, 24, 27, 28-30, 34, 36 and 37 are rejected under 35 

• • .a u t t q Patent No 5,969,120 to Fung ("Fung"). 
U.S.C. ^Z^aUeg^.as annexed byU..Pa«tN , 2M(U4 , 36 and „ , s 

According .0 the Examiner, the invention of claims 1, 2, 8, 20, 23, 

• , d bv Fun* since Fung discloses mutants of pRb a. amino acd postt.ons 184, 186, 

ApphcantsrespectfunydtsagreewiththeExamtner. The present mvent.on ,s 
directed ,0 modtfied DNA segment composing an isolated gene encoding a modified 

tv, than nRB 9J or pRB 56 in which said modified retinoblastoma 
retinoblastoma protein other than P RB or P K±s N . 

retained cell growth suppression activity. 
Sdue or whether the particular amino acids were deleted. 



protein. Fung does not teach, whtch, y ^ 
sunnression activity at least equivalent to wld-type Rb. Thus, reng 

pendmg claims, and thus, withdrawal of this Section j 

^^^^3,0,34,36, and 44-46 a rerej ec t edune r 

vl!^ 

("Dryja") and Friend et al„ 1987, Proc. Natl. Acad. Sc.. USA 84.905 

According to the Examiner: 

.twouldhaveoeenohvtous^ 
time of the claimed invention to make »n , m the N ^ 
RB using the DNA taught ^CeTe^tS." a reasonable expectation of 
their effect on the growth of transformed cells .w tn n _ 
success. An artisan would have ^^g^^ggSi*. that may be 
terminus of RB sequent.ally "^^^ regions though are not 



it* Regarding the vectors of claims 25 and 

— -vo (see hues 6M 7 i. column • - 

lines 1-16 in column 9 of Fung). 

discloses mutating conserved ammo ac,d resrdues 8 ret , noblasto ma 
octants retainedcellg—^^^^ 

— Ar ,ect,o„ fo —s ;r:led 

r c hp nnheld the prior art must nave bugs 
of prior art references to be upneiQ, m p daimed 

* — r-trr=- — - 

method, as the case may be, and the pno ^ p M 

^^^.dhavehada— ^^C^Co.^^ 

469, 473, 5 U.S.P.Q.2d 1529, 1531 ^ retin obla S toma tumor 

to a DNA segment ^"^^ ^^^^J^h^d modified retinoblastoma tumor 

suppressor protein composes an msertton subst tu ^ 
am ,no acidsofsa* protein, with theprov.so that a, 

wh,ch m o dl fiedre,moblastomap— ^ e , inob , astoma prote i„. Apphcants note 
h^ogica.activityof.hecorrespondmgw.l^^ tioninthemodjM 

WPr0,ei "' Noneotthechedrererencesatscloscthatthemod^ 
bi o,og i ca,ac„v,, y at 1 easte q u,va,en tt o,heco m s P o„d 1 „gw..d-.ypepro.em. 
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under 35 U.S.C. § 103. Hybritech Inc. v. Monoc mmistent i v held that obvious 

C , 19 B6). -p* Court of Appeais for - F*- « „ & ^ , c 

U.S.C. § 103". /» « 2 USPQ20 in setting forth a prima/^ 

re spec,fuU y sub m U t ha tth eExa ra ,ne rh as„c t ™e t hsWe„ nse « 

cas e of obviousness and as such ,he rejection, based on 35 U.S.C. § 
ShOUMbeW '~o^^ 

ApP „oan t sres P ec tMlyr e q ues tWIt hdra W a 1 of th ere J ecUon S unde t 35U.S.C. § 
CONCLUSION 

respectfully requested. 



- 10- 



NY2 - 1214595. 



790-9090 if any questions or issues remain. 

Respectfully submitted, 



Date June28 1 20(H_ 



By: 



40201 



fyuiiam Thomann 



(Reg. No.) 



PENNIE & EDMONDS llp 
1155 Avenue of the Americas 
New York, New York 10036-2711 

(212) 790-9090 



Enclosures 



- 11 - 



NY2 - 1214595. 



EXH1EIXA 



Serial No. 09/026 459 

FnedFebruaryl9,1998 

nnrketNo 8660-025 
Attorney Docket inu. 



MARKED-UP B DELETED 

m od ifi ed P ro tel ndoesno«^^ inoW as t c m a pro.e.n has a b,o,o g ,ca, 

retinoblastoma protein. 

other than pRB orpKtf , N . te rmmal 378 amm 

• -u tvne retinoblastoma protein, 
the corresponding wild type retm 



